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(1) 



^ (57) Abstrmct: o-Anisamide derivatives which serve as peroxisome proliferator-activated receptor (PPAR) agonists, 'm particular 
human PPAR agonists, and are efficacious in preventing and/or treating metabolic diseases in which they participate (hyperlipemia, 
O diabetes, etc.X acid addition salts thereof and a process for producing the same. Namely, o-anisamide derivatives represented by gen- 
A eral formula ( 1 ), pharmaceuticalty acceptable salts thereof and hydrates of the same, wherein R represents carboxy, carboxymethyt, 
^ CH2CHXCOY (wherein X represents mercapCo or S{0)JAt wherein n is 0, 1 or 2; and Y represents amino or hydroxy). 
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(S7) KM: 

«ErtSS(*T?ftS'^;U2l-*5'^>'-AJiJill«tt^S§«: (PPAE) ^ 

-ttic ( 1 ) 




(1) 



l^fps R\Afj)V7ti^i^ms ^;i/S> ch,chxcoy(c: 

Zl-CXtt^^l/AT- hSXIi S(O)nMe(n=0,l Xf± 2)*. YttT^ ^31 

o IK S»J ± IF $ * a S « M V t CD ;!k ID S V c: n CD S it a? tc H 
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m m 

^ (PPAR) i^tzb h ??Aiifmmt ur c:ti?,o5ii#f -sssiifiitf-^ 
^}]^:t^i^^j-Ammmmmt^^i$^ (ppar) it^^y^u^ ks§ 

tt<!) r S)6*t h Stt l^«)«^©i&tlST-|iI^^nTt>:5( /'roc. 
Natl. Acad. 5cj.,1992, 89. 4653) o ^CDI^ PPARa liJUSSK® S 
<big®i5v^J}F«■^ifj!l^c^^ btis Ox 1^{cJFBItc*jt^T«^il** 
iSi(>i&n (Sndocrinology, 1995, 137. 354) . HJI^fiCDf^ar'^ifi 

fli^cftiiftiiii-rsT^n 'J vy'?^ (Ai. All. ciii) iHH^® 
^314iE-^t{c$iJ» LT v^So PPARr lifltflfiifflliatci^^SL-t 
V^TMJKiffllta®^^b{3gl4 LT v>5 (c/. Z/pjrf. i?e5.. 1996. 37. 
907) m PPAR ©^r^ V 7 r-Atti^^ODgBllg-^JjflfiatCibH^-r^S 
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mi) iJ. Biol. Cbea., 1998. 273. 29577) . PPARa CDfg^4-(b 

m^mt^T'J i^>-2,4-i;2t->^^<*:-e$, 5 h o y u ^ 

*^ PPARrT-$)!3. PPARr ®!te^r5f4'fb^ii;*:^-B-sc: iiA^lijB^L 
tiJf) ( EndocriDology. . 1 996 . 1 37. 4 1 89 , Ce/i. , 1995,83, 803 ZilJ? 
813) PPARr oS<4Ybi:Jfa«l<£Tf^ffl i:cDiliSis^< ^l@$i^T^^ 

So 

c:®J:a55cPPARi:i^a<Ei^S?®«ltg^#g[f5i:h h PPAR * 

PPARa©';*r> Hi: LT PPARa (C^f Sliinfi ^r^t f S^b^tl i: 
UTli^ h% i^(C8-tKP:^ri^Ji^rj-9-7^hoj:>K 

(8-HETE) SV8-ti KP=^S/x^3-9-^>^x>^ (8-HEPE) ifim 
^^ntv^S (?roc. ^aty. Acad, 5ci., 1997,94,312) o 

ti»Lcne>rtH14©^fillDJ3gJ!6Kfil«<*:li. ^$;S-eiSlli:L 

WO-97/25042 ^RV WO-97/36579 ^^ifiWi^ ^ hX ifi. ^tl^ 

^^mit-^^iiitmm^mizt^tt^iz^ i^W}i¥m^^mi>'^bx 

SS^oi^ < ^^■r•^i^cv^oPPARrf^i!;^^ffl^^t5ib^^i: UTtt. 
I^^BS 60-51189 ■t^ I^HSg 61-267580 1-131169^^ 
-mo^T^J*) i^>-2,4-iy:t>mmi^ifim^tlX\^Zc U*»b^ M 

tii)^^mit'^^titmm^mizt^'b(Dx$>^o 
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^ ® ^ ^ 

*^0J#?>(i. b h PPAR Ofl|gft^^flij!6iaifla®^<b^Sf -2) 
IP*.*^0-§{i^ -AS^ ( 1 ) 




(1) 



T-Xttp<;W*rh«Xtt S(0)nMe (n=0,l Xtt 2)$. YttT ^ 

-e ® n f J ± § ^ n s « M {c ^ CD tk in 5 o 

tfex 3is:»BJ{c:**lts-«9;iC (1) © « R CH2CHXCOY 7? * -5 
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li ^ -C ® as H {3 # $ n S *) ® i: 1" 5 „ 
:^%m\z^ix\t±.m~1BL^ (1) ffeS^b^tHis )ikT(Dm\Z7r. 
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m^. -m^ (i-a) x-m^ii^^t^mit. ±miz^.btz:Lm-^w 
T ^ >^©*|iffi»*j*(f f>ii5„ aunsii: b-ctt^ N-t K Dit^s/ 

^ > 7 h U T N-t K D >> > ^ ^ K 3,4-0; t K o 

-3-t K o#2/-4-;^-^V-1.2,3-'^>\; h T >^ If ^ n -5 « 

* U -i? U^JS^Kifis XtttrUi;>. h'Jx^;uT^ 

- 19: ^ ( 1 - b ) T* a ^ ti 5 ^ b ^ li . jI ;t © K < b S ffl I ^ K -f b ^ . 

;i/ ^ ;uS©«^{i. jim©K^bSiJ0>J^«K'fb^'n A. av>;tf>K 

* U •i' A^K'fbiB>jaK'fb«5SffiVAT-e#5:i^,^^ o AK{$ffl© Jones 
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^n?)'fb^tjii^-iia^(i-a)r-^$n§'fb^^©*R i i> oa 

?lF<£TC«E~329kPa StcT ^ y 1-c) U fe^^ ;un'r > 
T U 1/ 3 XMeerwein Arylation)SlS*^f i>> 5tc NaSMe 

*) V ^ i/ 3 XMeerwein Arylation)Sii&{is Mtz bX"i^ ^ titzT ^ 

ST. tt«*©KYb^-jB. «<b^-«^0^-IB««&f^ffl$-B- 
5C i:tJ: »)ff d ;i i:*«"t*§5o NaSMe 

>j7 A«0%g|3l(i%S> EiS9(^il®$£Tx SM-i)a^}3^a)& 
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(1-c) ^i';i/^W> 'J U 3 XMeerwein Arylation)g{& 

T? * i;^ (i-g)r- a ^ n 5 ^b^tjtt > ix ^ nffl ^ -r -5 - /js 5^ 
^ o □ia$m#K(mcPBA)^*s*(f enso sii&tt> ^j^ 

J; t) ^flBrs c i: ^ So :^;u:1^><*:(n=2){i. afyoifliKb 

Tk^-fb U f^e^A. 7kK^b:^ h U A. TlcK^b* U -^7 A^©JfiSXtt 
■rs c i:{c«t »)ffl^t-«)*;i/;it>Ki*:(l-g){c« < c i: A*-e § Sol^l 

miZ7.)Vy ^ ->'l'^*(l-f.n=l){cM^n?>a:<*:Mt3fe«:<i>^^K^b> 
^Jx.liy'- t;^ (Davis ) IS H ( J. i4ffl.CAe«. 5oc., 1992, IH, 1428) ^ 
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ifc fc 2p: ^ 0^ ^ * fiW {C i o T Hi f 5 A* s C ii f, © J: o t * 
^ ti 5 t» CD T- li 35: o 

( mmm i ) 




5-*;i/ ^ ;i/-2-^ h^i/^mmm i.oog. mit^^i^y somi ©is 

Mt^iz. h U ^ > l.OOmK ^ o n o.eOml §j!jp 

^=^-9-> : »Kx^;i/= i : i ) t?)|iS|^, i;x^;i/x-7^;u- 
i^Kx^;i/-^:^Fit>®S^>SiSlT-Sij^S t^feigSi: LT 1.46g 

XT' ^ }^^mtzo 

Bf^ iie-iiT-c 
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7clR^#fffl (%) CnHuFaNOa 

H-ifffl (%) C, 60.54; H. 4.18; N, 4.15 

mmm (%) c. bo.so; h, 4.09; n, 4.28 

)\y)^>Xyi K SGOBg (CT-bh> 20mK a - > X( Jones)IS 11 
O.Sial $:Jn;l^ 2 5 ^fflitJ*. Slzs; a - > X ( Jones)ISIil 0.2inl S 
SDx. 3 5 ^raiti* bfco SfS^StC* lOOinl ^mXi^it;^^ U > (/> 

^^y-;u = 100: K ^ ^ y xmm^^s 

ik^ 235.5-'236.5'C. Sa^^flB n/z 353 (M*) 

Ttm^^m (%) C,7HuF3N04 

tmfit (%) C, 57.79; H, 3.99; N. 3.96 

mmm (%) c, 57.99; h, 3.95; n, 4.01 

immm 2 ) 




^i^O© 5-i/:py ^5^;i/-2-^ h ^'ri^^mSK 2.55g iZi;^^)lt. 
;i/AT^K50mK 4- h U 7 o ^ > ^ > 2.57g, 
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T J ';>Ki^x^;i/ 2.66g. h xf^yi/T ^ > 2.00ml ^SDx^K^^T 

:^ h U -i; AT-$g*i Ufco L> ^-s + it >-i;xf• 

;^x-7^ tSllfe«gSi: 4.44g CD ^ 

124~125'C 
TC^^Irr^i (%) CigHisFaNzOz 

tt^li (%) C, 62.07; H, 4.34; N, 8.04 

(%) C. 62.03; H, 4.27; N, 7.99 

'^>X:?'^ K 484mg tx^y-;u lOmKSOXiflil^bTfcm* 0.6ibK0.1 
■ol/l h U -i; A 5ml *SD^> 5 O'CT- 1 nm^^'4k.. fIS 

30«ail<b*3R7k 0.6mK 0.1 mol/1 7kK<b:>- Y t) h 5ml ^5D^ 5 
O'CT- 3 O^ffiMi* Lfco Si«;fi![*7k{caf > i^Kxf^;uT-fflais 

7 >f -(i/ * y;u.Jg^bp< U >: ^ ^ y -;i/ = 100: l -^50:1) 
T?<S« UxiieijiSi: bT5-*;i//'?^ 'r;w^f-;p-2-^ h*i/-N-(4- 
h 7;U:i-D^^;i/^>i;;i/)'^>X7 ^ K 318mg feo 

mj^ igz^igs-c 

Tcl^^^fii (%) CigHnFaNzOj 
H-j^H (%) C. 59.02; H, 4.68; N, 7.65 
(%) C. 58.87; H, 4.56; N, 7.63 
5-*;^>'^•^-I' f-;i/-2-p< h =^ri^-N-(4- h 'J 7;U;tD^^;U^> 
i>*;U)'^>XT ^ K 70Dmg I3x^ y 21mK 1 mol/1 *K'fb:^ h U 
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^i^^i^m 7ml ^mt 1 smmmmmrnvtzo s«&?«*7k{;r4 

i^Kx^;UT-i5fe?t^ MizMM^ 2 mol/l ^KT- pH 1-2 {z I^ij t 

m<tjt^ ly>X'nmm U^ SSfil^Si: LT gfl<Jl^ 435mg Sfffdo 
ak,-^ 167- 168-0 

Ttm^mm (%) c,8H,sF3N04 

fhJIfii (%) C. 58.86; H, 4.39; N, 3.81 
(%) C, 58.72; H, 4.34; N, 3.86 

{mmm 3 ) 




T ^ h* ISOmU h U xf-;i/7 ^ > 15ml> 4- h 'J y n :A ^ Ji^^ 
ff^Kx^;uT*ffliii Ufe ISOmlxSo *«ia^;?Kx fiaiD:tJl7kT'li 
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^Ltzo M^m^t bX 2-^ h ^i/-5-- h n-N-(4- h 'J y 
a ;<^)l^>i^)l)^yXT K K 26.6g ^fffco 
MM. 108~109°C 

Ttm^^m (%) C,6H,3F3N204 

ff^fifi (%) C, 54.24; H, 3.70; N, 7.91 
(%) C, 54.27; H, 3.73; N, 7.98 

;u^>i^;u)^>XT ^ K 26.6g {l»ilx^;u 270mK 10!i;>'^ 5 -i? 

^mm 2.6g ^iDx.fc^. *m*';^am b^ ^misxmmm.TM'u^z 

5-T ^ y-2-p< h=^r2/-N-(4-h U 7 n ;»< ^;u^ > ;i/ 
^ K 24. 5g ^mtzo 
MM 115~117t: 
Ttm^mm (%) CieH.sFjNzOz 

(%) C. 59.26; H. 4.66; N, 8.64 

(%) C, 58.96; H, 4.57; N, 8.68 
5-T ^ y-2-^ h =^i^-N-(4-h y u ^ ^ i/ JV)^:^ X 

r ^ h* 2.26g OT-b h > 27al St;^^* ^ --'P 11ml ^^^tc:^K^^T^ 
m9kit7i(.mmmm S.enK ffi^BK:^ h U -i? a 540ig. 2ml *JP^ 

1 o^MfltfliUfeo ^ k 3.oog ^mt 3 o«c* 

"^JDJttUfe^. e^blg-li 135mg *'J>UroS0^, MtC30'CT-2 

m^w^mx-^jvxmihLtzo ^mm^y\^. mm:km7i^xmd:79ti^b. 
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(4- h 'J 7 D ^ ^;i/^> ^ K 1.55g Sf#;to 

192~193°C 
^m^mm (%) CisHigBrFjNzOj 
WrWm (%) C. 49.69; H, 3.95; N, 6.10 

mmm (%) c. 49.55; h, 3.82; n, 6.11 

:i-o^^;u^>i;;u)^>X7' ^ K l.OOg {Cx ^J' y -;u SOmK NaSMe 

2ooiDg ^jQx. 3 ^Mil^^3S^lS^^ -mmuLtzo mm^mEm^L. 

:6) -eiSSiLs Mfeiglli: LTgW#l 865]ng imtzo 
152.5'>'153.5'C 
TcHl^^fii (%) CzoHaiFjNzOsS 
fh^fS (%) C, 56.33; H, 4.96; N, 6.57 
^Hffi (%) C, 56.42; H, 4.97; N. 6.55 

N-(4- h U 7;u:t n ^ K 




5-[2-*;i/>'N*^ >f ;u-2-(^ 5^;i/^:t)x^;H-2-p< h +i/-N-(4- h 
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U y iy)\,)-<>X7 ^ K 639ing tC^fb p< 5^ 1/ > 70mK 

mCPBA 368ing ^ * ^^TSDx. 3 ^HMif U o SJi&r^ * fiSlDM WtK^ 

i^it^^vy : ^ ^ y -;i/ = 50:l~20:l) b> ^feMS 

UT gStltl 486ing Sfff-, 
Sk^ ITO-lTrC 
Tclfl^lffffl (%) CzoHa.FsNgO^S 
H-iHiS (%) C, 54.29; H, 4.78; N, 6.33 

mmm (%) c. 54. u; h, 4.72; n. 6.40 

{mmm 5 ) 

5-[2-:*;i/A*^-r ;i/-2-(^ 5^;u;^;i/;t;-;U)ji5=-;i/]-2-^ h +S/-N-(4- 




-N-(4-h U 7;i/;tDp<^;u^>i^';i/)^>XT ^ K 274mgt:Jg'fb^ 5=- 
U> lOOmK mCPBA155iDg & JO^ 3 ^WtKi* L ;^Co SJS5^« (3 j8lD«W 

b > : ^ ^ y-;i/ = 50:1-20:1) "ellSi t. ^©l^Si: LX^i^m 
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219'-220'C 
Ttm^mm (%) CzoHziFjNzOsS 

(%) C, 52.40; H, 4.62; N, 6.11 
Ili'JIifi (%) C. 52.:i4; H, 4.52; N, 6.u» 

5-(2-*;u>'t^-r ;i/-2-^;u* 7* h ji^;u)-2-p< h ^5/-N-(4-h u 7 
;i/ :t □ ^ f- > i; ;p > X T ^ K 




5-(2--rDt-2-*;UM^ ;i/x^;i/)-2-pt h :^i/-N-(4-h U 7 ;i/ 
7 t K □ 7 7 > 80bU 'J -J? A 368iBg Siiin^ 6 I^IB^Sit 

^llfei^Si: Ut 5-(2-T-bf-;u^;t-2-*;w/N*^ -f ;i/x^;u)-2-^ 
h^i'-N-(4-h 7;U:tn/f-;i/'<>i^;u)^>XT^ K 904mg*|f 

i& o 

iss-iei-c 

Ttm^mWi (%) C2,H2iF3N204S 

tf-ITfa (%) C, 55.50: H, 4.66: N, 6.16 

mmm (%) c, 55.32; h. 4.58; n, 6.18 

5-(2-T-fe^;u^:i--2-*;i/A-^^ ;ux5^;i/)-2-^ h 4r i^-N-(4- h 
•J 7;i/:tD^5^;u^>i;;u)^>XT^ K 300mg{cz;uzf >^HmTs 
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fain7>^-Tpi^y-;u 30ini ^m^3 mmmi^m^Ltzomm^ 

f^^tVr 195mg ® ge<Jtl<&ff fco 

mj^ i59~i6rc 
7tm^^i& (%) C19H19F3N2O3S 

th^fi (%) C. 55.33; H, 4.64; N. 6.79 
mW\m (%) C. 55.08; H, 4.63; N, 6.82 

3-[4-^ h :^i^-3-[N-(4- h 'J 7;i/3t-D ^ f-;u^> i;;i/)];b;uy'?^ 
;i/7x-;u]-2- rotr;t>^ 




5-T ^ h ^i/-N-(4- h 'J 7 D p< ^ > ;u > X 

T ^ K 17. 3g OT-lr h > 17O111I St>*^ ^ / -;u 85d1 ^?«{Cj!K-S}^ 

17ml ^iax. 1 O^^mni^tzo S.!l&miZT^ U;HS^^;i/ 26nil s 

4o~50'c-r mwsnisiaKj* tfco mmtmm's^b. m^iz25% 

Ltzo ^^^mmtbX 2-ya^-3-[4-^ h ^>'-3-[N-(4-h U 7 
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x;^7^;i/ 10. 3g ^mtzo 
M!k 110~lirc 

Ttm^^m {%) C20H19F3NO4 

ntWm (%) C, 50.65; H, 4.04; N, 2.95 

mmm (%) c. 50.74; h, 3.86; n, 3.05 

2-y^o^-3-[4-^ h=^r'>-3-[N-(4-h '}y )\^:iru 

loomi. NaSMe 380mg ^mA.Q^mmmmm.Ltzo 

S^L/s f§ ^ ^x;t^$ ^ A 7 A ^ p V h ^7 7 >f — 
^^^> : lfKxf-;u = i:i) t-I^SIL. ^fei^Si: LT 3-[4-^ h 
^i/-3-[N-(4- h 'J y }\/:tU ;U7 oi- 

>'H-2- rni^:t>Kp(^;i/x;^7^;u 1.23g^fffco 

itjiS 127'>-128«C 

7n^^#ffli (%) C2iH22F3N04S 

if-^M (%) C, 57.13; H, 5.02; N. 3.17 

nmm (%) c, 57. oi; h. 4.91; n. 3.19 

3-[4-^ h *e^-3-[N-(4- h ij y )\/ir U ^ ^J- )\, )\,)]itj ;uyt^ 

>'U7xx;u]-2-(^^;u5^;t)rni^:t>Sp<^;UxX7^;u 300mg 
\Z^^ 7iK :*tt^by ^--i^A 33mg®*}S« 3ml ikMt m 

«^tC7k*»D^. i^x^;ux-y^;i/T.?5feft Ufco TKiB^ 2 mol/1 ^ 
tzmm^^^^y-T^ b>-??»^SL>Mfeligai: LTiW!|&239iDg 
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M}^ 170'-17rC 

Ttm^^m (%) C20H20F3NO4S 

iimm (%) C, 56.20; H, 4.72; N, 3.28 
mmm (%) C, Se.H; H, 4.56; N, 3.20 

3-[4-^ h ^ri/-3-[N-(4- h U 7 )Vt U ;A ^ i; jU)]tiJ\^^^^ ^ 




3-[4-^ h =^S/-3-[N-(4- h 7;U;tDp<f-;u^>i;;|/)];b;U/>'^ 
^' ;U7 a:^;i/]-2-(^^;i/f-;t)ro :t >ill.00g tc T-b h > 20dK 
> 7' □ 5 K aOOmg StifJ^K* U "^7 A 490ing <&Ja^ 1 ^MJofi 

i?x^;i/x-x;U-C<ga^ tfe^. «m> Al&j^g iiU-C 3-[4- 
h =^r^-3-[N-(4- h U 7;U;t O p( x," ;i/7 x 

-;u]-2- rp tr3t->e^>i/*;ux:j^7^;i/ i.i3g 

fco 

ik^i^ 77~79'C 

Ttm^mm. (%) C27H26F3NO4S 
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(%) C, 62.66; H, 5.06; N, 2.71 

mmm (%) c, 62.72; h, 5.06; n, 2.76 

3-[4-^ h S/-3-[N-{4- h V y )l t n ;< ^ )i ^ y t; ^ 
J17 x-;i/]-2-(^ ^;u^;t)7*D >K^>i?;uai;^7^;n.00g 
(Dmt^^ ]y y 2O1DI ^^a[{CJ!fc^^T^ inCPBA429mg $JD^ 3 0 

^Ox'h^r^7^_(>> i; *^r';i,,^ftp<^u / -;i/= 100:1) 

r-)lii!!U> ^ LT 3-[4-^ h ^ i^-3-[N-(4- h U 7 

D ^ ^;i/^> ^>-;i/)]:ij;u/\-^ Y ;U7 x-;i/]-2- (p< f-;i/;^;U7 ^ - 
;i/)7-ot^;t>K^>i>*;i/x;^7^;i/® f>* 7 7^ W ;t v-Jg^tl 915ng 

: Inertsil ODS-2, AS* : 25•C^ ^Krli : T'-fe h:i 
h •J;u : *»5'J >S(1-»'1000)=1:1, 7.5ml/iBins SJ^iftg : 240nin) 

>'l' = 100:l) fi»SU> ^Rfe^aJt^tl i: UTll5ffi14<*:©'^>i;;i/xx 
383ing ;at5<S«g<4<4:cD'^>i;;i/xX7^;K*: 514ing^f#fc„ 
i9jfiitt<4:0 > ;i/ X ;^ X : 400MHz'H-NMR(CDCl3) ^ :2.55(1 
H.s,SOMe). 3.32(2H.d,J=8Hz,CH2CHS),3.79(lH,t,J=8Hz,CHjCHS),3.93 
(3H,s,0Me), 4.73(2H,d,J=6Hz,CHiN),5.15(lH,d,J=12Hz,OCH2Ar),5.2 
2(lH,d,J=12Hz,OCH2Ar),6.87(lH,d,J=8.4Hz,ArH),7.26- 7.34(6H,in,Ar 
H),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.12(lH,d,J=2.4H2,Ar 
H), 8.27(lH,l,J=6Hz,CONH) 

%^m%tm.m.9t^ C27H27F3N0sS(M+l):H-it|i:534.1562.aiJ^fi:534. 
1592 
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l£«H^i*®^>i^;Ux;^7^;K*::400MHz'H-NMR(CDCl3)(y :2.60(lH,s. 

SOMe),3.26(lH,dd,J=10.4,14Hz,CHiCHS),3.35(2H,dd,J=4.4,14Hz,CHiC 

HS),3.79(lH,dd,J=4.4,10.4Hz,CH,CHS),3.93(3H,s,OMe),4.74(2H,d,J=6 

Hz,CH,N),5.13(2H,s,OCHjAr),6.86(lH,d,J=8.8Hz,ArH),7.22-7.32(6H, 

m,ArH),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.11(lH,d,J=3.2 

Hz,ArH),8.26(lH,t,J=6Hz,CONH) 

M^mmmm^m C27H27F3N05S(M+l):H-^fit:534.1562.«iJ^fiS:534. 
1562 

^MLXm^tlfz3-[4-;t \^ ^ i/-3-[N-(4- h 'J 7 ;u ;t □ p< f- 

t >m^> Jl^J^T.y' )U (;i5litt^|i:®^>i^;i/x;:^7^;i/^|i:) 370mg 
i<ZT)lyiI>:»xmm%T. 20ml 7.5%>'n* 7 i^* -i? A jg^ 

<4)100mg SJD^ 2 ^fB. 7.5X/'?7i;'i7 A^jR(5lfE|}Wffltt)100mg * 

mtimmbx^^. Mm^mzmmbtzc n^bfitz^^^-h^ 

DVh^57'f-(^y'J *y;u.^'fb^ 5" U > :|^Kx^;i/ = 50:l ~ 
m^t^^ ly > : ^ y -)\, : S^K = 50:1:1) "e^i^ Lfc^^ S^x^ 

-3-[N-(4- h 'J 7;i/;tD^f';u^>i;;i/)]*;U7N*^>f ;U7 xx;H-2- 

mi^ ns-isT'c 

Inertsil ODS-3. 0 4.6x25Omm. tJ^Si:! 240nm. ^fi 1 .Oml/min,^ 
ilffi T'-b h X h i; ;u : ij >K2lc(l->1000)=45:55^ * 7 ASS 
30'C) 
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Ttm^^^m (%) C20H20F3NO5S 

mn.m (%) c, 54.17; h, 4.55; n, 3.16 

mmm (%) c. 53.94.- h, 4.51; n, 3.13 

400MHz'H-NMR(ds-DMSO)(y : 2.66( IH. s, SOMe), 3.05(lH,dd, J=5. 5, 1 
4Hz.CH2CHS).10(lH,dd,J=10.14H2,CH2CHS), 3.85-3.93(4H,in,CH3CH 
S,OMe), 4.57(2H. d,J=6Hz. CH2N).7.10(lH.d, J=8.5Hz.ArH),7.37 
(lH,dd.J=2.4,8.5Hz.ArH),7.54(2H,d,J=8Hz.ArH),7.66(lH,d,J=2.4 

Hz,ArH).7.70(2H,d,J=8Hz,ArH),8.82(lH,t.J=6Hz,CONH),13.10(lH. 
br s,COOH) 

|SI«(C L-C^^bxm^iltz 3-[4-^ h =ip.>-3-[N_(4_ ^ tj y 

3-[4-^ h ^i'-3-[N-(4- Y ^) y u 

270mg &^»fco 

ffl.-i^ 127~128°C 

S^»tge«^«f C2oH2,F3NOsS(M+l):th^fig:444.1093^ SH^ 
ffi:444.1090 

400MHz«H-NME(d,- DMSO)<y : 2.68(lH.s,S0Me),3.02(lH,dd. J=10. 13. 

8Hz,CH2CHS),(lH, dd. J=4. 13.8Hz.CH2_CHS).3.86-3.91(4H,jn.CH2CHS, 

OMe), 4.57(2H. d. J=6Hz,CH2N).7. IKlH.d, J=8.8Hz,ArH),7.38(lH, 

dd,J=2.4,8.8Hz,ArH),7.54(2H.d,J=8Hz,ArH),7.66(lH.d.J=2.4Hz,A 

rH),7.70(2H,d.J=8Hz.ArH),8.82(lH,t.J=6Hz,C0NH).13.22(lH.br 
s,COOH) 

i§5^f«<*^ DT V^'py ^ : 98Xde m^^^- \ tt ^ h 

Inertsil ODS-3, ?i4.6x250mm. fiiJ^«S 240nB> «Eft 1.0ml /nin,^ 
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mm h=. h U ;u : iJ >K7K(1-»1000)=45:55. *7 ASg 

30'C) 

(IIJIB««J.9) 



3-[4-^ h =^'>-3-[N-(4- h u 7;i/;t 5^;^^>i;;^)]:f3;^7^•^ 
O^fl:^ ^ U > 30ml ^^ll[{C^K^^T^ mCPBASOOmg *Dd^, 30 

^ o X' h 7 >f -(i/ >j ^'T^U.iS^b^ ^ 1/ >: ^ ^ y -;U= 100 : 
1 ~50 : 1 ) -^mm, m^f^^tLX 3-[4-^ h dri>'-3-[N-(4-h 
7;w;tD;<^;i/^>i;;i/)]*;i/;N*^Y ;U7 x-;i/]-2- 
7 ^ zz;i.)7-D \^:t>mji ^J^^7.7')U l.ZZg^mtzo^^tlfz 3-[4- 
p< h =^r5/-3-[N-(4- h 'J 7 ;U:t D >{ f-;!/^ > )]* ^' ;U 7 x 

= ;i']-2-(p< f-;i/^;i/7 ^ ^-'l') t^^l- >ep< ^;i/x;^x;u i.02g 
(Di&it;if-U>20m\mmiZiic.^T. mCPBA SSOmg $t)0 gST- 7 

^=^i^->-i^Kxf^;i/T*Si^^^ «Rfei^B^i:LT 3-[4-^ h i/-3- 
[N-(4- h U 7;i/;j}-0;^^;i/^>i;;i/)]:i!7;i/>'t^ >i';U7 x-;i/]-2-(^ 
- ;u) 7*0 ;t > ^ ;i/ x ;^ 7^ ;u 750mg Sff feo 



0 



0 
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M}^ 144~145'C 

TCH^IIffii (%) C21H22F3NO6S 

ifmm (%) C, 53.27; H, 4.68; N, 2.96 

mmm (%) c, 53.12; h, 4.48; n, 3.00 

3-[4-p( h * i/-3-[N-(4- h U 7;i/;t □^f^;u^>i;;i/)]*;UA-^ 
;i/7 x-;u]-2- ( p< ;i/ ;^ ;i/ ;1T - ;u ) rn \^:t ^ 7,7" 
;u 300ing ^ 6ml t, 1 mol/l 7kK^b:^ h "i? AtK 

^§?$0.7inl $iP^, 50'C-e mWJDliftmi!|iUfeoS/;5?«S7k{Cr±^, 
i?jQ^;i/x-7^;i/-ei5lcrt tfco ^Sife 2 mol/l ^^Tfc^rSt? pH 1 ~ 

i: LT 218mg©SWtl*#fco 

isk;^ iss-isg-c 

TcH^^fffi (%) CjoHjoFjNOtS 

thff^i (%) C, 52.29; H. 4.39; N, 3.05 

nmiM. (%) C, 52.11: H, 4.20: N, 3.05 

{^nkm 1 ) 

m<D^m'MMm Ham's F-12 mifefc: T^* L CHOiHBIIStCx PS 
0<E^?a^ GAL4 <D dUm^mmth hm PPARaSt^r® V;^^ K 
^^^J* (^/ocAeaistr/, 1993, 32, 5598) i: >;i M 

mt^^^^r'^T. ^ h*,GAL4 tck ?)tS^4'fb^ti-5j}^<J';i/;ui>'7 X 

7--t?l/:K-^-r^;^^ K(Promega ^)RXJP P^SS^Wm t LTC-t^ 
^i/'l'<J"5r;Ui^7i^--tfr7;^^ K (Promega tt)SU^7i^^ h 
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^ K(DMS0){C?§^ L/i (DMSO gfi^fflJS O.U) Mltft^tlSy^^^ ran 
$:J!JSII t/z^fl&JSJfll?»$: lOX^tf Ham's F-12 Jgflfefaiii LT^# L^ 
2 4B#ra^{c;i/i/7x7--t?rS^4^«iJ^l;fco i^^S^{3,T^Lfeo 



(^) 



PPARa 



i^jojxzmol/l) 



3 2. 1 

7 1.2 

(8S)-HETE 1 . 3 
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lit h ??kii^mmtbx. PPAR t^m^t ^MmM&^mmm^(D 
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f » c^D ^ SI 

1 . ( 1 ) 



0 




<i) 



[^cf. Riti: JVy^^i^&s :^ ^ CH2CHXCOY ( c c 

r:Xlt/ Jl'tir hM^it S(0)nMe (n=0,l Xli 2)^. YitT^y^ 

^\t7kmm^mt) ^mti -am^ti^ o-t=^x7k h-mmi^Rv^ 

3 . 4-^ h i^-3-[N-(4- h U y )V t u ^ )l ^ :^ t; )i, :e 

5. 5-[2-*;i/>'t^ ^' ;u-2-(^ f-;i/;:^;i/7 ^ ^;i/)xf-;i/]-2-^ h 

1 i5«©Yb^^o 

6. 5-[2-*;U>'N*^ I' ;u-2-(;^ ^;i/;^;i/;jT-;i/)jQ^;u]-2-^ h d|r 
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8 . 3-[4-^ h ^^>-3-[N-(4- h >)y)l:tu ^ "f- ji 

9 . 3-[4-^ h ^'>-3-[N-(4- h Vyjl^ta ^ i; )u)]l!3 ;u 

1 0 . 3-[4-^ h =^r>>-3-[N-(4- h U 7;i/:tn^5^;i//s;>i;;u)];!j 
;i/7 x-;i']-2- l^:t>K'C-*5 

1 1 . -HSl^ ( 1 ) 




•C-X{i^;i/*7-h^Xli S{0)nMe (n=0.1 XJi 2)*. YtiT^ 



wo 01/21578 



PCT/JP00/0S9S0 



29 



INTERNATIONAL SEARCH REPORT 



Intemaaonal application No. 

PCT/JPOO/05950 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. CI' C07C235/60, 317/46, 323/60, A61K31/166, 31/192, 
3/10, 43/00 


31/235, 


A61P3/06, 


According to International Patent Classification (IPC) or to both national classificatioa and IPC 






B. FIELDS SEARCHED 


Minimum documentation searched (classiftcadon system followed by classification symbols) 

Int. CI' C07C235/60, 317/46, 323/60, A61K31/166, 31/192, 
3/10. 43/00 


31/235, 


A61P3/06, 



Documentatioo searched other dian minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (n 
CAPLUS ( STN) , REGISTRY ( STN) 



9 of data base and, where practicable, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



WO, 97/31907, Al (GLAXO GROUP LIMITED) , 
04 September, 1997 (04.09.97), 
abstract 

& AU, 9720935, A 
9803940, A 
9802750, A3 
1218460, A 



1-11 



& NO, 
& CZ, 
& CN, 
& JP, 



2000-507216, 



& ZA, 
& EP, 
& SK, 
& BR, 
A& NZ, 



9701645, A 
888317, Al 
9801163, A3 
9707786, A 
331381, A 



Q Further docainenti are Bated in the comimiacion of Box C. Fl See patent ftmily amex. 



•A* 
XT 



Special GMgDnn of cttod documcam 
doamotdeflaing te^ml SW8 of the m which is not 
coQsiderad to be of particular lalevanoe 

1 OB or after the ntenitioaal filtag 



dOGumem wfaicfa nay tfaraw doubts 00 priority cUim(B) or which it 
cited to cnbUih the puUiGaiioa date of anodier cititiQn or odKT 
s pe cia l leMCB (at ipecified) 

dnr i mw Bt lefeniag to aa oral dlwhuuia^ me, cahiWtion or other 

documem published prior to the ndenatiaaal filmf date but later 
than the priority date cUined 



later docunxai published after the totenational fiUng date or 
pnonty date and not in CMfliet widi the applicatiaa but cited to 
uudeiilaud the principle or theory underiying the invention 
docuiBeat of pastscular letevaooei the clauncd invention cannot be 
coosidered novd or caaaoi be considered to involve an inventive 
step when the document is taken ikme 
document of parti c ula r rekvaace; the claimed inventton cannot be 
con tid e r od to involve aa inventive step when the du c Ai nwi t ia 
combined with one or more other such documenti, such 
cwnbinatHitt beiiig ohvwus to a person tlolled in the art 



Date of die actual conq)letioa of the international search 
17 October, 2000 (17.10.00) 



Date of mailmg of the international search report 
07 Novettiber, 2000 (07.11.00) 



Name and mailing addreas of the ISA/ 
Japan se Patent Office 

Facaimile No. 



Authorized ofiScer 



Telephone No. 



Fonn PCT/ISA/2 10 (second sheet) (July 1992) 



mwnam^^r pct/jpo 0/059 so 



A. »Woj«i-5i>»ro4MH (BR»IWMi (IPO) 

Int. CI. ' C07C235/60. 317/46, 323/60, A61K31/I66. 31/192. 31/235, A61P3/06. 3/10. 43/00 

s82artfofc*/MiRji» istunmm (i po ) ' 

Int. CI. ' C07C23S/60. 317/46. 323/60. A61K31/166, 31/192. 31/235. A61P3/06. 3/ 10. 43/00 



CAPLUS (STN) . REGISTRY (SnO 









A 


fO, 97/31907. Al (GLAXO GROUP LIMITED) 4. 9 J . 1997(04. 09, 97) 

4AU. 9720935, A 4ZA. 9701645, A 4N0, 9803940, A 4EP, 888317, Al 
ftCZ, 9802750, A3 4SK, 9801163, A3 4(3*. 1218460. A &BR. 9707786. A 
&JP. 2000-507216. A &NZ. 331381. A 


1-11 




B«u<iiA©»aij>!t3ift*«s:i!:5fcj6K9lffli-* ryj »KH»«o*>5Xittrii)oT, ^Btsrittttony 
rpj PBBai«BW-e, i)*^9UmoiSk<oxmkftnm r&j iBi-/-5^>'h7r5y-i:iR 


17. 10. 00 




B*H»W/r (I SA/J P) 
0 0-8915 

mscis=f « a K«*«H =T a 4 » 3 # 


ftB** 03-3581-1 101 


V 4H 9547 
F^H 3 44 3 



««:PCT/ISA/2 10 («2'<-5?) (19 9 8¥7fl) 



!8v 



